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Supplemental Table S3.1. Individual comparative meta-analyses of newer antidepressants since 2009, with summary of

efficacy and tolerability differences.

Antidepressant No. included More effective Less effective than: | More tolerable than: | Less tolerable than:
(Reference) trials (No. than:
participants)
Agomelatine 20 (7460) e Sertraline e None e Comparators e None
(dropouts — adverse
(Taylor et al., events)
2014)"
Citalopram 37 (3803) e Paroxetine e Escitalopram e Reboxetine e None
¢ Reboxetine e Venlafaxine
(Cipriani et al.,
2009)%*
Duloxetine 16 (5735) e None e None e None e Escitalopram
e Venlafaxine
(Cipriani et al.,
2012)%*
Escitalopram 22 (approx e Citalopram e None e Duloxetine e None
4000) e Venlafaxine
(Cipriani et al.,
2009)%**
Fluoxetine 171 (24868) e Milnacipran e Mirtazapine e Reboxetine e None
o Sertraline
(Magni et al., ¢ Venlafaxine
2013; Purgato et
al., 2014) *°*
Fluvoxamine 54 (5122) e None e None e Comparators (Gl) e None
(Omori et al.,

2009; Omori et al.,

2010)°7*
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Antidepressant No. included | More effective Less effective than: | More tolerable than: | Less tolerable than:
(Reference) trials (No. than:
participants)

Milnacipran 16 (2277) e None e None e None e None
(Nakagawa et al.,
2009)°
Mirtazapine 29 (4974) e SSRIs e None e SSRIs (GlI, sex e SSRIs (wt gain,

e Venlafaxine dysfx) somnolence)
(Watanabe et al.,
2011)°*
Paroxetine 115 (26134) e Fluoxetine e None e None e Agomelatine
(Purgato et al.,
2014*; Wang et
al., 2014)*
Sertraline 59 (9303) e Fluoxetine e Mirtazapine e Paroxetine e Bupropion

e Mirtazapine;

(Cipriani et al.,
2010)"%*
Vortioxetine 12 (4947) e None e SNRIs e Paroxetine e Bupropion

(Pae et al., 2015)"

e Mirtazapine;

* indicates Meta-analyses of New Generation Antidepressants (MANGA) Cochrane Group.



Supplemental eTable S3.2. Network meta-analyses of newer antidepressants since 2009, with summary of efficacy and

tolerability differences.

Reference | Antidepressants No. studies (total | Main findings on efficacy | Main findings on tolerability
studied participants)
(Khoo et 10 antidepressants: 76 (16389) head- | Response: Withdrawals for adverse
al., 2015)* | Ago, DIx, Esc, Flv, | to-head trials Ago, Esc, Mir, Ven events:
FIx, Mir, Par, Ser, superior to FIx. Ago fewer than other agents
Search to Trz, Ven. Mir, Ven superior to DIx, | except Ser.
Jun 2015. Par, Ser. Esc, Ser fewer than Par, Ven.
Ago superior to Ser.
(Gartlehner | 13 antidepressants: 234 (93 direct Response: Rates of adverse events:
etal., Bup, Cit, Des, DIXx, studies with Esc superior to Cit, DIXx, Mir: Greater weight gain.
2011)" Esc, Flx, Flv, Mir, >20000; 64 FIx. Ser: Higher incidence of
Nef, Par, Ser, Trz, indirect studies) Ser superior to FIx. diarrhea.
Search to Ven. Ven superior to FIx. Ven: Higher incidence of
Aug 2011, nausea and vomiting.
(Cipriani et | 12 antidepressants: 117 (25928) Response: Acceptability:
al., 2009)'® | Bup, Cit, DIx, Esc, Esc, Mir, Ser, Ven Bup, Cit, Esc, Ser superior to
FIx, Flv, Mil, Mir, superior to DIx, FIx, Flv, DIx, FIx, Mir, Ven.
Search to Par, Reb, Ser, Ven. Par, Reb.
Nov 2007.
(Linde et Antidepressants: Cit, | 66 (15161) in Response: Withdrawals for adverse
al., 2015)*" | Esc, Flx, Flv, Mir, primary care. TCAs superior to NaSSAs, | events:
Moc, Par, Reb, Ser, Moc. Moc fewer than other classes.
Search to Trz, Ven, TCAs. Only SSRIs superior to NaSSAs,
Dec 2013. antidepressant Moc.

classes (SSRls,
SNRIs, TCAs,
NaSSAs) were
compared.
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Reference | Antidepressants No. studies (total | Main findings on efficacy | Main findings on tolerability
studied participants)

(Ramsberg | 10 antidepressants: 87 (~20000) in Remission: Not reported.

etal., Cit, DIx, Esc, FIx, primary care. Esc superior to FIx, Flv,

2012)™ Flv Mir, Par, Reb, Par, Ser.

Search to Ser, Ven, Ven superior to Cit, FIx.

Jan 2010.

Bup, bupropion; Cit, citalopram; Des, desvenlafaxine; DIx, duloxetine; Esc, escitalopram; Flx, fluoxetine; Flv, fluvoxamine; Mil,
milnacipran; Mir, mirtazapine; Moc, moclobemide; Nef, nefazodone; Par, paroxetine; Reb, reboxetine; Ser, sertraline; TCAs, tricyclic
antidepressants; Trz, trazodone; Ven, venlafaxine.
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Supplemental Table S3.3. References for Table 3.7, Prevalence of adverse events among newer antidepressants.

Name PM or ref no. Corporation HC Control No. | Last updated
Agomelatine WC500046227 | Servier n/a 19Feb2014
Bupropion SR PM00032724 Valeant 187467 20Nov2015
Bupropion XL PM00032785 Valeant 187468 20Nov2015
Citalopram PM00025492 Sivem 174639 16June2014
Desvenlafaxine | PM00028540 Pfizer 170902 3Dec2014
Duloxetine PMO00032079 Eli Lilly 181021 17Sep2015
Escitalopram PMO00026539 Sanis 177101 20Aug2014
Fluoxetine PMO00031185 Sanis 184260 26May2015
Fluvoxamine PM00027404 Pro Doc 177878 20ct2014
Levomilnacipran | PM00030443 Actavis 167319 7May2015
Milnacipran 1B8D8975 Actavis n/a Jan2015
Mirtazapine PMO00032730 Merck 186836 18Sep2015
Moclobemide PM00032713 Valeant 187463 18Nov2015
Paroxetine PM00031020 Sanis 185042 29June2015
Sertraline PM00032456 Sanis 188255 190ct2015




Name PM or ref no. Corporation HC Control No. | Last updated
Venlafaxine PMO00030415 Pfizer 182858 7May2015
Vilazodone C588A5ES5 Actavis n/a Mar2015
Vortioxetine PM00027837 Lundbeck 159019 170ct2014

PM, Product Monograph; HC, Health Canada.
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